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13082351 BIOSIS NO.: 200100289500 

Effects of cannabinoids on LPS -stimulated inflammatory mediator release 
from macrophages: Involvement of eicosanoids. release 

AUTHOR : Chang Ying-Hsin; Lee Sho Tone; Lin Wan-Wan (a) 

AUTHOR ADDRESS: (a) Department of Pharmacology, TAege of Medicine 

™^T° n T TaiW f n UniV6rSity ' Tai P ei: ™ 1@h * mc.ntu.edu. tw-Taiwan' 

A™2oJr al ° f CellUlar Biochemis try 81 (4) :p715-723 15 M^rch-2 

MEDIUM: print 

ISSN: 0730-2312 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 

SUMMARY LANGUAGE: English 

ABSTRACT: DELTA9 -Tetrahydrocannabinol (DELTA9-THC) is the major 

r cS„ C T nent ° f ma ^ uan * elicits pharmaco^gical actions 
via cannabinoid receptors . Anandamide (AEA) and 

2 -arachidonoyl -glycerol (2-AG) are endogenous ligands for cannabinoid 
"if 'A^Mnd e 2 a AG e could heir St ™^ similarities "^ScMdonic 

cycioi^n^; St^^iL'S^j^gsrss r 

and PGE2 release from J774 macrophages. DELTA9-THC. IMMA and AEA 
SM?? ««?«••■"»»« discrepant results of 2-AG on iNOS «d cox % 



modulates the action of CB2 " caca ^ 2in 9 p ^2 production, which m turn 
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11289851 BIOSIS NO.: 199800071183 

JOURNAL: Indi , n Journll of Exp „ inental Biol<jgy ^ (10)ipl „ 5 . lo31 ^ 

ISSN: 0019-5189 

DOCUMENT TYPE: Literature Review 
RECORD TYPE : Abstract 
LANGUAGE: English 

^rrikcM^" 8 , c i r i L^r"o,rc h " ays ^ synchesis ° f ^o^^ 

to provide hydroperoxyeiLsateJr^n^n °° Xy 9 enase < L °*> group Q f enzymes 
converted into leXSenes !Sf iSn!"?- ( T TE f > Which in turn *>e 
lipoxins (LXs). The third ™«-h£« : he Poxilins (HXs) , trioxilins and 
caLlyses the fomt Si of f n h ;ii n I? 1VeS cytochrome P-450 which 
(hydroxy icostetralnoS acids o?HETE^ ThY^/ atty acids 

(dihydroxyeicostetrienoi^icLrof JiHET^sranH 7 ' a " y ■ aCidS 
acids (EpETrEs : formerly called SetZ^ 5f- epoxyeicosatrienoic 

leukotoxins. The non-eSvmJtTr JSZ ' ■> ^ SyStem als ° P r °vides 

isoprostanes by f?ee radiS catSSSJ leadS *° the formation of 

in addition, brain ceUs tlso 1!^ Peroxidation of arachidonic acid. 

arachidonylethanolamid^^ 

SSSSSSy JSS^-S ei^i^ar^eit^er 0 ^ * 

biological LSuLs S i nVerted int ° met ^olites which have 
separate i.SorS which ^ 'ISlS"'^ 8 IT™ t0 eXiSt in tW ° 
isoforms catalyse the same reactions V C ° X " 2 " WhUe both 

and its activity is not marked^ ^1?, former is a constitutive enzyme 
The later isofoL is Sowever indLible^nd 0 ?^ a^"^ " fUlly * r °™ 
increased following the exoosure ^ actlvlt V is several fold 

its contribution in the process o? in?? 7 "J* 8 t0 3 nUmber ° f stimuli and 
It is now believed t£at L^o^iL'prod^d^y ^X^*™"**™' 
essential for the Dhvsininmr^i /u ^ iuuuce ? D Y COX -1 activxty are 
produced by COX - f HH to tfr^TT^^ functi ° n « while those 
Older nonsteroidal 2 a^SfJ^^"^^^^^ 1 ? *** 
are non selective inhibitors of COX activitv fnH ^ * mdomethacin 
to inhibiting COX -2 activity inhibit III f Y t- therefore ' addition 
COX -l. The later are reauUed' fo? ™ ? t formatlon of eicosanoids by 
secretion of mucus fTS^IZtS™ J?™*} house ^eping functi ons such as 
of renal function anS cSSroJ of h!fnJlihi r - int T e T Btinal mUC ° Sa ' ma intenance 
NSAIDs has been associated with a nuX ^ ° f ° lder ^-selective 

other side effects. JecentS SruaS^ gastrointestinal, renal and 
selective action on COX have been 2,J 8 ° 3 ^ mu1 ^ and me loxicam with 
medicine. Evidence available so f^^ dlsco Y ered and introduced into 
side effects with these druqsWhilPh • lndlca ^ ed the low incidence of 
and other conditions? Jt ^unli^v tha? 9 ^*^ f ° r Vari ° US «*hrifci c 
aspirin for the cardiovascular^ disease ^ ^ WU1 replace 

HEOISTHV : o 3 ? ^ , ™££™> ™0KIC A CI D; 

L IPOX_ ; 6 3S 51 - 74 - 6Q f— 0 E ^r5o 8 3^S^?So^ 2 ^S 6 0 0 - 1Q: 
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13444271 BIOSIS NO. : 20020007 3092 formation without affecting the 

Solium salicylate inhibits prost jf^^fupopoiysaccharide in vivo. 

induction of CY cl °°^ gena8 *:* Jane A; Warner Timothy D(a) 

AUTHOR: Giuliano Francesco; Mi tchell Jane ■ and Infla mmation 

aShor ADDRESS: ^^f^^e starch institute , Barts and the London, 

Research, The William Harvey Rese E _ Mail: 

Charterhouse Square, London, EC1M oosi 

^A^Journ^^ (3KP 



894-900 December, 2001 
MEDIUM: print 
ISSN: 0022-3565 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 



LANGUAGE: wiy^°" . « 

^ -i -r,o che ant i- inflammatory properties or 
ABSTRACT • The mechanisms underlying the J x while salicylate 

slucylate are not well "^erstood In particula , inhibitg 
inhibits prostaglandin production in vivo it on y ^ Qften been 

^oxygenase "cox) -l or -2 .ctxvxty J^tjo ^ 

suggested that in vivo ^licylate may i_ ug . ng & model of » te C OX 

the activity of COX, particularly tu* salicy i a te inhibits COX - 2 
cne attivn./ show that sain-yi^ aT >P«?t-hetized 

- 2 expression m the rat, we _ expression. In anestnetize 

activity in vivo without affecting COX * of C OX - 2 as 

rats LPS (6 mg kg-1, i.P : > in "tna leveL of 6 - keto - prostaglandin 
evidenced by increased circul ^levels of^ ^ ^ ^ x 

Flalpha (6-keto-PGFlalpha J^SliSS. following arachidomc acid 
exaggerated formation of 6-keto *w± P 



t % * 

(AA) challenge (3 mg kg-1, i.v.), and increased expression of COX - 2 , 
but not COX-1, protein. Diclofenac (3 mg kg-1, i.p.) or the COX - 2 
selective agent diisopropyl f luorophosphate (10 mg kg-1, i.p.) decreased 
the LPS-induced increase in circulating 6-keto-PGFlalpha and the 
exaggerated 6-keto-PGFlalpha production following AA challenge. Sodium 
salicylate (20 or 120 mg kg-1, i.p.) (administered either 1 h prior, or 
once per day for 3 days prior, to LPS injection) reduced only the 
LPS-induced increase in circulating 6-keto-PGFlalpha, but not the 
exaggerated 6-keto-PGFlalpha production following AA challenge or the 
expression of COX - 2 . Thus, salicylate inhibits LPS-induced COX - 2 
activity in a manner that is overcome by provision of excess substrate 
and independent of effects on COX - 2 expression. In conclusion, our 
results exclude mechanisms other than direct enzyme inhibition as 
responsible for the anti-COX effects of salicylate. 

REGISTRY NUMBERS: 329900-75-6: CYCL00XYGENASE-2 ; 54-21-7: SODIUM SALICYLATE 

DESCRIPTORS: 

MAJOR CONCEPTS: Immune System (Chemical Coordination and Homeostasis); 
Pharmacology 

BIOSYSTEMATIC NAMES: Enterobacteriaceae- -Facultatively Anaerobic 

Gram-Negative Rods, Eubacteria, Bacteria, Microorganisms; Muridae-- 
Rodentia, Mammalia, Vertebrata, Chordata, Animalia 
ORGANISMS: Escherichia coli (Enterobacteriaceae) - -serotype 0127:B8; 

Wistar rat (Muridae) --male 
BIOSYSTEMATIC CLASSIFICATION (SUPER TAXA) : Animals; Bacteria; Chordates; 
Eubacteria; Mammals; Microorganisms; Nonhuman Mammals; Nonhuman 
Vertebrates; Rodents; Vertebrates 
CHEMICALS & BIOCHEMICALS: 6 - keto - prostaglandin F-l-alpha-- 
f ormation; cyclooxygenase-2 - -activity , expression, inhibition; 
lipopolysaccharide; sodium salicylate- -ant iinf lammatory-drug, enzyme 
inhibitor-drug, pharmacodynamics 
6/9/2 (Item 2 from file: 5) 
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13250329 BIOSIS NO.: 200100457478 

The effect of a selective cyclooxygenase-2 inhibitor in extended liver 
resection with ischemia in dogs . 

AUTHOR: Takeyoshi Izumi (a) ; Sunose Yutaka(a); Iwazaki Shigeru(a); Tsutsumi 
Hirofumi(a); Aiba Masaaki (a) ; Kasahara Mureo(a) ; Ohwada Susumu(a); 
Matsumoto Koshi; Morishita Yasuo(a) 

AUTHOR ADDRESS : (a) Second Department of Surgery, Gunma University School of 
Medicine, 3-39-15 Showa-machi, Maebashi, Gunma, 371-8511**Japan 

JOURNAL: Journal of Surgical Research 100 (1) :p25-31 September, 2001 

MEDIUM: print 

ISSN: 0022-4804 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 

SUMMARY LANGUAGE: English 

ABSTRACT: Background. Pringle ' s procedure is commonly used during liver 
surgery, and it sometimes causes liver failure. Metabolites of 
arachidonic acid, which are converted by cyclooxygenase (Cox) , are 
involved in ischemia-reperf usion injury. This study evaluated the effects 
of FK 3311, which selectively inhibits Cox - 2 , on ischemia-reperf usion 
injury during liver resection in dogs. Materials and methods. The animals 
were divided into four groups and subjected to 60 min of warm ischemia by 
partial inflow occlusion. The FK-treated groups (FK0.2: 0.2 mg/kg, FK1 : 1 
mg/kg, FK3 : 3mg/kg) received FK3311, and the control group received 
vehicle. Following reperf usion, the nonischemic lobes were resected and 
remnant liver function was evaluated. Results. Tissue blood flow and 
serum glutamic oxaloacetic transaminase, glutamic pyruvic transaminase, 
and lactate dehydrogenase were significantly better in the FK1 and FK3 
groups, especially FK1, than in the control group. Thromboxane B2 was 
significantly lower in the FK1 and FK3 groups than in the control group. 
The level of 6 - keto - prostaglandin Flalpha was significantly lower 
in the FK3 group and relatively unchanged in the FK1 group. Histological 
damage was milder in the FK1 group. There were significantly fewer 
polymorphonuclear neutrophils in the FK1 group than in the control group. 



s^ysffl-^ss^™ lnvolvin9 vascular is tlon ' 

6/9/3 (Item 3 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
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j^^^ s^s^«ssi.r YU " Ting " Liu si " Qi; 

^Kkano Hitoshi; Bhatnagar jrunx; Bollx *°^toU0 of 
AUTHOR ADDRESS : M^^^^^^jSShkoBpital Heart and Lung 
Cardiology, University of ^«£lle^ an ° 

institute, ^« vlll «' S'mImoLi Academy of Sciences of the United 

^^"SS^Ii^p™"^' »■ 2000 

MEDIUM: print 
ISSN: 0027-8424 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
SUMMARY LANGUAGE: English 

ABSTRACT : We examined the role f ^yclooxyge nase-2 < COX ^^/^S 
phase of ischemic preconditioning (PC) . A occlusions/4 -min 

were used. Ischemic PC six ^Jf.^^^i^ Myocardial COX - 2 mRNA 
reperfusions) resulted m a rapid J^J^^, followed 24 h later 
levels (+231 1 J' ^express ion (+216 +- 79%; Western 

by an increase in COX ? protein p prostaglandin (PG)E2 and 
blotting) and in the m V oca ^ a l content or P respectively; enzyme 
6-keto-PGFlalpha (+250 +- 85% f u 2 " 2 selective 

immunoassay) - Administration o two unrelated COX^ ^ the 
inhibitors (NS-398 and celecoxib) 24 h alter 

ischemic PC-induced increase in tissue levels ot ox . b ^ fc 

6-keto-PGFlalpha. The same dose of BS ^%^ di otect ive effects of 
after ischemic PC, completely bl °^.^ e a nd myocardial infarction, 
late PC against both -^^li.^Sce^.r? for this phenomenon to 
indicating that COX 2 ac "vity d pGE2 or 6 . k eto-PGFlalpha 

occur. Neither NS-398 nor celecoxib ^ed £ rabbits , indicating 
levels in the nonischemic region of ken toge ther, these 

that constitutive COX-1 activity was una ^ed. up _ r egulaIion of COX - 2 
results demonstrate that, in ?f ^L, afforded by the late 
plays an essential role in the ca ^ op ^°^ i dentif ies C OX - 2 as a 

phase of ischemic PC. ^l^'ATislf ^rachidonlc acid metabolites 
cardioprotective protein. The analysis of arachxao ^ ^ _ ^ 

strongly points to PGE2 and/or PGI2 as the mediates the 
-dependent protection The ^cognition that COX reassessme nt of 

SSS^^SSS'S. wLcfis generally regarded as 

^ *- v -i tv> ar\ i~ 1 



detrimental. 
6/9/4 (Item 4 from file: 5) 
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12524519 BIOSIS NO.: 200000278021 lbeta . treated endothelial cells is 

The induction of cyclooxygenase-2 in treate 

inhibited by prostaglandin ^^through cAMP. chote wuttakom Sirikul; 

AUTHOR: Akarasereenont Pravit; Techatrisak Kitira 

Thaworn Athiwat Dharmaroloov Faculty of Medicine Siriraj 

JOURNAL : Mediators of Inflammation 8 (6) : P 287 294 



MEDIUM: print. 
ISSN: 0962-9351 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
SUMMARY LANGUAGE: English 



ABSTRACT: PROSTAGLANDINS (PGs) have numerous cardiovascular and 

inflammatory effects. Cyclooxygenase (COX) .which exists as COX- 1 and 
COX - 2 isoforms, is the first enzyme m the pathway in which 
arachiLnic acid is converted to PGs . Prostaglandin E2 (PGE2) exerts a 
va^Sy Sr biological activities for the maintenance of local homeostasis 
inttl body. Elucidation of PGE2 involvement in the signalling molecules 
such as COX could lead to potential therapeutic interventions^ Here we 
have investigated the effects of PGE2 on the induction of COX - 2 in 
human umbilical vein endothelial cells (HUVEC) treated with 
interleukin-lbeta (IL-lbeta 1 ng/ml) . COX activity was measured by the 
production of 6-keto-PGFlalpha, PGE2, PGF2alpha and thromboxane B2 (TXB2) 
in the presence of exogenous arachidonic acids (10 muM for 10 min) 
using enzyme immunoassay (EIA) . COX-1 and COX - 2 protein was measured 
by SLnobJotting usingspecif ic antibody. Untreated HUVEC contained only 
COX-1 protein while IL-lbeta treated HUVEC contained COX-1 and COX - 2 
protein. PGE2 (3 muM for 24 h) did not affect on COX activity and Protein 
in untreated HUVEC. Interestingly, PGE2 (3 muM for 24 h) can inhibit COX 
- 2 protein, but not COX-1 protein, expressed in HUVEC treated with 
IL-lbeta. This inhibition was reversed by coincubation with forskolin 
(100 muM) . The increased COX activity in HUVEC treated with IL-lbeta was 
also inhibited by PGE2 (0.03, 0.3 and 3 muM for 24 h) m a dose -dependent 
manner. Similarly, forskolin (10, 50 or 100 muM) T =« a ; so 1 ."^" e H ^ c 
inhibition of PGE2 on increased COX activity in IL-lbeta treated HUVEC. 
The results suggested that (i) PGE2 can initiate negative feedback 
regulation in the induction of COX - 2 elicited by IL-.lbeta in 
endothelial cells, (ii) the inhibition of PGE2 on COX - 2 Protein and 
activity in IL-lbeta treated HUVEC is mediated by cAMP and (111) the 
therapeutic use of PGE2 in the condition which COX - 2 has been 
involved may have different roles. 
6/9/3 (Item 3 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts. reserv. 

12696259 BIOSIS NO.: 200000449761 * 
Cyclooxygenase-2 mediates the cardioprotective effects of the late phase of 
ischemic preconditioning in conscious rabbits. 

AUTHOR: Shinmura Ken; Tang Xian-Liang; Wang Yang; Xuan Yu-Ting; Liu Si-Qi; 
Takano Hitoshi; Bhatnagar Aruni; Bolli Roberto (a) 

AUTHOR ADDRESS: (a) Experimental Research Laboratory, Division of 

Cardiology, University of Louisville, and Jewish Hospital Heart and Lung 
Institute, Louisville, KY, 40292**USA . 

JOURNAL: Proceedings of the National Academy of Sciences of the United 

States of America 97 (18) : P 10197-10202 August 29, 2000 

MEDIUM: print 

ISSN : 0027-8424 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 

SUMMARY LANGUAGE: English 

ABSTRACT: We examined the role of cyclooxygenase-2 ( COX - 2 ) in the late 
phase of ischemic preconditioning (PC) . A total of 176 conscious rabbits 
were used. Ischemic PC (six cycles of 4 -min coronary occlusions/4-min 
reperfusions) resulted in a rapid increase in myocardial COX - 2 mRNA 
levels (+231 + - 64% at 1 h; RNase protection assay) followed 24 h later 
by an increase in COX - 2 protein expression (+216 +- 79%; Western 
blotting) and in the myocardial content of prostaglandin (PG)E2 and 
6-keto-PGFlalpha (+250 +- 85% and +259 +- 107%, respectively; enzyme 
immunoassay) . Administration of two unrelated COX - 2 selective 
inhibitors (NS-398 and celecoxib) 24 h after ischemic PC abolished the 
ischemic PC- induced increase in tissue levels of PGE2 and 
6-keto-PGFlalpha. The same doses of NS-398 and celecoxib, given 24 n 
after ischemic PC, completely blocked the cardioprotective effects of 
late PC against both myocardial stunning and myocardial infarction, 
indicating that COX - 2 activity is necessary for this phenomenon to 
occur Neither NS-398 nor celecoxib lowered PGE2 or 6-keto-PGFlalpha 
levels in the nonischemic region of preconditioned rabbits, indicating 
that constitutive COX-1 activity was unaffected. Taken together, these 



results demonstrate that, in conscious rabbits, up-regulation of COX - 2 

plays an essential role in the cardioprotection afforded by the late 
phase of ischemic PC. Therefore, this study identifies COX - 2 as a 
cardioprotective protein. The analysis of arachidonic acid metabolites 
strongly points to PGE2 and/or PGI2 as the likely effectors of COX - 2 
-dependent protection. The recognition that COX - 2 mediates the 
antistunning and antiinfarct effects of late PC impels a reassessment of 
current views regarding this enzyme, which is generally regarded as 
detrimental . 

6/9/7 (Item 7 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 

(c) 2002 BIOSIS. All rts. reserv. 

12109853 BIOSIS NO.: 199900404702 

A771726, the active metabolite of leflunomide, directly inhibits the 
activity of eye lo- oxygenase -2 in vitro and in vivo in a 
substrate -sensitive manner. 

AUTHOR: Hamilton Lorna C; Vojnovic Ivana; Warner Timothy D(a) 

AUTHOR ADDRESS: (a) Vascular Inflammation, Medical College, William Harvey 

Research Institute, Charterhouse Square, **UK 
JOURNAL: British Journal of Pharmacology 127 (4) :pl589-1596 Aug., 1999 
ISSN: 0007-1188 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE : English 
SUMMARY LANGUAGE: English 

ABSTRACT: 1 The immunosuppressive and ant i- inflammatory drug leflunomide 
has several sites of action, although its precise mode of action is 
unknown. 2 Here we show in vitro and in vivo that leflunomide and/or its 
active metabolite A771726, inhibit the activity of cyclo-oxygenase (COX) 
at doses below those that affect protein expression. 3 In J774.2 
macrophages treated with endotoxin for 24 h to induce COX - 2 and iNOS, 
leflunomide and A771726 inhibited more potently the accumulation of PGE2 
(A771726, IC50 3.5 mug ml-1) than of N02 {A771726, IC50 380 mug ml-1) . At 
high concentrations (>300 mug ml-1) A771726 also exhibited the expression 
of COX - 2 and iNOS proteins. 4 In A549 cells treated for 24 h with 
interleukin-lbeta, to induce COX - 2 , A771726 potently inhibited PGE2 
synthesis (IC50 0.13 mug ml-1). In the same cells, A771726 was notably 
less active (IC50, 52 mug ml-1) at inhibiting the formation of PGE2 
stimulated by exposure to 3 0 muM arachidonic acid. 5 In a human whole 
blood assay, measuring the accumulation of TxB2 in response to calcium 
ionophore as a measure of COX-1 activity and in response to incubation 
with bacterial endotoxin as a measure of COX - 2 activity, leflunomide 
inhibited COX-1 and COX - 2 with IC50 values of 31 and 185 mug ml-1; 
for A771726 the corresponding values were 40 and 69 mug ml-1. 6 
Pre-treatment of rats with leflunomide or A771726 (10 mg kg-1, i.p.) 
inhibited the plasma accumulation of 6-keto-PGFlalpha but not N02/N03 
following infusion of endotoxin. Injection of a bolus of arachidonic 
acid following 6 h infusion of endotoxin caused a marked acute rise in 
plasma 6-keto-PGFlalpha which was inhibited only by higher doses of 
A771726 (50 mg kg-1, i.p.). 7 In conclusion, leflunomide via A771726 can 
directly inhibit the activity of COX, an effect that appears blunted both 
by increases in substrate supply and possibly by plasma binding. Only at 
much higher drug levels does leflunomide and/or A771726 inhibit the 
induction of COX - 2 or iNOS proteins . 

6/9/11 (Item 11 from file: 5) 
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11696168 BIOSIS NO.: 199800477899 

Interactions between inducible i so forms of nitric oxide synthase and 

cyclo-oxygenase in vivo: Investigations using the selective inhibitors, 
1400W and celecoxib. 

AUTHOR: Hamilton Lorna C; Warner Timothy D(a) 

AUTHOR ADDRESS: (a)Vasc. Inflammation, William Harvey Res. Inst., St. 

Bartholomew's, Charterhouse Square, London EC**UK 
JOURNAL: British Journal of Pharmacology 125 (2) :p335-340 Sept., 1998 



ISSN: 0007-1188 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE : English 

ABSTRACT: l. Exposure of tissues to endotoxin (LPS) and/or cytokines leads 
?f?he inducSon of both inducible nitric oxide synthase (iNOS) and 
cyclo-oxygenase-2 ( COX - 2 ) - It has previously been reported that there 
is 'cross-talk' between these two systems. However, such previous studies 
have been limited by the availability of highly sele ^ive inhibitors . 
Here we have investigated the interactions between iNOS and COX -2 in 
vivo using 1400W, an iNOS-selective inhibitor, and celecoxib, a COX - 2 
-selective inhibitor. 2. Infusion of LPS to rats for 6 h caused a 
time -dependent increase in the plasma concentrations of 6 keto - 
prostaglandin Flalpha (6 keto-PGFlalpha) and nitrite/nitrate (N02/N03) . 
consistent with the induction of iNOS and COX - 2 Bolus inaction of 
arachidonic acid (AA) at t = 6 h resulted in a further increase of 
circulating levels of 6 keto-PGFlalpha in LPS-treated animals. 3. 
Treatment of rats with 140OW or the non-selective NOS inhibitor 
NG-monomethyl-L-arginine (L-NMMA) inhibited the increase in plasma 
N02/N03 but were both without effect on the plasma concentration of 6 
keto-PGFlalpha before or after AA. 4. Treatment with the non-steroidal 
anti- inflammatory drugs (NSAIDs) , A771726 or diclofenac, or with 
celecoxib significantly reduced the increase in circulating 6 
keto-PGFlalpha caused by LPS, and the large increase in 6 keto-PGFlalpha 
following injection of AA. None of the COX inhibitors affected the 
increase in plasma N02/N03. Dexamethasone , however, significantly 
inhibited both the increase in 6 keto-PGFlalpha and the increase in 
N02/N03. 5. In conclusion, the use of selective inhibitors does not 
support the concept of cross talk in vivo between iNOS and COX - 2 . 
6/9/12 (Item 12 from files 5) 
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11344353 BIOSIS NO.: 199800125685 

Selective inhibition of cyclooxygenase-2 by NS-398 in endotoxin shock rats 

AUTHORrFutaki N(a) ; Takahashi S; Kitagawa T; Yamakawa Y; Tanaka M; Higuchi 
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ABSTRACT: Objective and Design: The role of cyclooxygenase ( COX ) - 2 was 
examined using a rat endotoxin shock model and the potency and 
selectivity of NS-398, a COX - 2 selective inhibitor in vitro, for COX 

- 2 activity was examined in vivo. Material: Male Wistar rats (weighing 
140-180 g) were used. Methods: Lipopolysaccharide (LPS, 1 mg/kg, l.v.) 
was administered to rats (LPS-treated rats) and expression of COX-1 mRNA 
and COX - 2 mRNA in the aorta and peripheral blood leukocytes was 
examined by RT-PCR. COX activity was assessed by measuring the plasma 6 

- keto prostaglandin (PG) Flalpha, PGE2 and thromboxane (TX) B2 30 s 
after administration of arachidonic acid (AA, 3 mg/kg, i.v.). NS-398 
(0 3-100 mq/kq, p.o.) or indomethacin (0.3-3 mg/kg, p.o.) was 
administered 1 h before the AA injection. Results: COX - 2 mRNA was 
detectable in the aorta and peripheral blood leukocytes at least from 3 
to 9 h after the LPS injection but not in non-LPS-treated rats. Plasma 
6-keto PGFlalpha, PGE2 and TXB2 levels after AA injection into 
LPS-treated rats were significantly enhanced compared to findings in 
non-LPS-treated rats. NS-398 showed significant inhibition of the 
increase in PCs in LPS-treated rats, the ED50 values being 0 35 mg/kg for 
6-keto PGFlalpha, 1.5 mg/kg for PGE2 and < 0.3 mg/kg for TXB2. NS-398 
even at 100 mg/kg did not significantly suppress the increased PGs levels 
in non-LPS-treated rats. In contrast, indomethacin significantly 
inhibited plasma PGs levels after AA injection into LPS-treated rats and 




and those in ^llll^nTl^ l^i- shoe, mode!, egression of 
Srl 1 ^* "SKITg increase^ cox activity ~>*>J*~* 

for COX-1 and COX - 2 in vivo. 
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ABSTRACT, The proinfl.-n.tory cytokine 

inducible nitric oxide synthase <^os> n*»A. \*° (J^, . In other types of 
(NO) production in neonatal ventricular TmZ» whicn liberates 
cells ILaiso activates P^^^f^^U^anoid production, and 

sssrs -i™ ] z* - : m iso r „ s - ™=, te cox 

S^riSSS^i" ^st^aS^^taSf promotion was inhibited by 
tne COX T-specific inhibitor HS-396. as wll as t ta ,' K ™£"|" f X 

pathway Tne Lolnn^itor nordihydroguaiaretic acid ^GA) decreased 
?Slated - and iNOS synt.es i. «a suggest ^ U> * 

WSSboS^i other^COX products possibly products of the LO 
pathway, are involved in IL regulation of iNOS. 
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ABSTRACT : In this study we investigated expression of the two ijof™ ° £ 
the pr osta g landin-fot»in 9 ensy™ ■ B ^»^f y °J s - in f ^sUrfblot and 
S »=he m Lal CO a„,:yses: we dSstrat d that Co, - * was highly 
SrSS^^iT^;-" ?he elprLsIon of Co^T'waf 
r^d^eln^"^^^ 

Selectable by Day 25 of pregnancy. Cox - 2 was localized in the 
^hoblas^c cell! and was not detected in the inner 'f^^^f 

W erhn^ 

Pleased mainlyVlooxygenase metabolites and to a lesser extent 
lipoxygenase derivatives. Cyclooxygenase products were 6 - keto - 
prostaglandin (PGF) -lalpha 18.2% ( + - 4.2) t*ro«to^-^ "j 5 ?! [ + + _ 
15 9) PGF-2alpha 21% (+- H), PGE, 14.5% (+- 7.4), and PGD 2 7% (+ 
2 6) Taken together, these results suggest an important role for the 
Cox-2dependent 9 cyclo;xygenase metabolites during embryo development. 
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ABSTRACT- 1 Cyclo-oxygenase (COX) is the enzyme that converts arachidonic 
^aSd to prostaglandin H-2 (PGH-2) which can then be further -tabo ized 
to prostanoids which modulate various airway functions . COX exists in at 
least two isoforms. COX-1 is expressed constitutively, whereas COX 2 
isexpreSsed in response to pro-inflammatory stimuli. Prostanoids are 
produceHnder physLlogicaAnd pathophysiological ^g^*^ 
cell types in the lung. However, the regulation of the different COX 
oLTL human airway smooth muscle (HASM) cells has not yet been 
determined. 2. COX-1 and COX - 2 protein were measured by Western blot 
analysis with specific antibodies for COX-1 and COX - 2 COX - 2 mRNA 
levels were assessed by Northern blot analysis by use of a COX - 2 cDNA 
probe. COX activity was determined by measuring conversion of either 
endogenous or exogenous arachidonic acid to three metabolites PGE^ 
thromboxane B-2 or 6-ketoPGF-lalpha by radioimmunoassay. 3. Under control 



» 

culture conditions HASH cells expressed COX-1 but £ gx," ^1 
protein. However anf "tTrreron gamma (IFN-gamma) 

tumour necrosis factor alpha (TNt aip , ex p ress ion f which was maximal 

cytokines), mrtnermore cox ■ » .^"^'pSSS^.. .J." nniMted 

30 mi : 

und:t e ectabl C e y amoun e t S S ) of'alfcox metabolites measured over a 24^ period. 
Nation of the cells with the cytokine . mixture ™ gS' 

"ST So'pGF lalPha 9 5 In experiments where COX - 2 metabolized 
and 6-keto-PGF-lalpna. t>. in e y treatment of HASM cells with 

11 that when the three cytokines were 9 ,n cc^natro» y 6 = In other 
experiments designed to ™«ure CM - 2 « t ^^ 1 mdi ^' w „ , dded 
treated with cytokines te " Wo ™ ™, £or a5 min ) after which 

E-£ ? eirr5^^ 

mediators whicn may contribute to the inflammatory response seen m 
diseases such as asthma. 
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ABSTRACT * 1 It has been proposed that in inflammatory conditions, in which 
"botf ^inducible Reforms °^j«ic o x ide synthase U»OS, * ^ 

fflK' Scheie" c^etaboUs^ In th, ; present stndy .e 
have investigated whether mercaptoalkylguamdmes, a novel class or 
fel ctive ^ inhibitors -y also ^"^^t^y^f m 

^Granl 9 re a rted C 2ompo^ ^^VLSd STcSS'S ^ 

puri^dl™ SnogSnidiL! TlS&Ti inL fjSj* 
^G-nitro-.-a^ginine met hyl ester (L^AME) were ^^^f nif icant 
cS P rac^i?nn S unstimurated r a774°macropLge S and in unstimulated human 

SSiiiSS vein endothelial cells (HUVEC) . .1™"^ 10 m^-g 
macrophages by endotoxin (lipopolysaccharide of E coll LPS 10 mu g 
ml-1) and interferon gamma (IFN-gamma, 100 u ml-1) for .J h "™"? a in 
significant induction of COX - 2 , and a *«n:"f»l«ti«o£ COX-1. No 
COX - 2 immunoreactivity was detected ^" T ^i^the effect of 
unstimulated J774 cells. Therefore, in subsequent s tudies^he effect of 

mercaptoaljcylguanidines on «K-1 ^S^c if SiZl^^t* 
with arachidonic acid for 6 h and in J7 on 
arachidonxc acid for 30 min^ ^.^^^^4 prophages both 
on X prostag5andin Y production by endogenous sources, and - prostaglandin 
production in response to exogenous arachidonxc acid stimulation, in 



xaih™ t-he effect of mercaptoalkylguanidines on purified COX- 1 and 
COX - 2 activities was also studied. 3. In experiments designed to 
cox t acuvn-i TTTTrrpip the cells were stimulated by 

measure COX-1 activity in HUVEC the Jj£ 8 induced a significant 

arachidonic acid (15 mu-M) for 6 «• inis ,g_ keto _p GF . lalp ha, the stable 

sssa s ^^^^S^ssr- » 

the Gness reaction. MEG U mu m to j ' lalt)ha wit h an IC-50 of 20 
inhibition of the accumulation j'^^^^^ij did not 

mu-M. HoweVer '/:M°fS 6 ^o-Pof L?pha ?Tthis experimental system, 
affect the production of *-*^o J^pna in $774.2 macrophages, 

aesigiie J774.2 cells were immunostimulated for 6 h in tne 

J re e of various inhibitors. In experiments designed to 

Lre-«5Sl.te<l 6-keto MP-l.lph» production was shown other 

r^t^^ 

^""".^"inhrbUory iSS'S MEG was due "dijjct^itix- 

° £ S^^LTSi* f.^d^SSS^irSSlS thurified 
Sox 1 and COS 2 activity with IC-50 values ot 33 ™-« »a,!<-;". 
respectively Aminoguanidine (,t the highest concentrations) 

rl^fg^^ 

SI const^utive and the inducible cyclo-oxygenases, m addition to their 
pffects on the inducible NOS. The additional effect of 



COX - 2 are expressed. 
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C^clooxygenases-l and -2 of endothelial cells utilize exogenous or 
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ARC? tract * The oresence of prostaglandin (PG) H-2 in the supernatant of 
"S^iSiSS endothelial cells (HUVEC) stimulated by thrombin 



restores the capacity of aspirin-treated platelets to generate 
thromboxane (TX) B-2. Induction of cyclooxygenase-2 ( Cox - 2 ) by 
interleukin (IL) -1-alpha or a phorbol ester increases this formation. 
HUVEC treated with aspirin lost their capacity to generate PGs but 
recovery occurred after 3- or 6-h induction of Cox - 2 with phorbol 
ester or IL- 1-alpha. Enzyme activity of the newly synthesized Cox - 2 
in aspirin-treated cells, evaluated after immunoprecipitation, was 
similar to untreated cells but after 18 h of cell stimulation only 5060% 
recovery of Cox-1 was observed. The use of SC58125, a selective Cox - 2 
inhibitor, confirmed these findings in intact cells. Cycl ©oxygenase 
activity was related to the amount of Cox proteins present in the cells, 
but after induction of Cox - 2 , contribution of the latter to PG 
production was 6-8-fold that of Cox-1. Aspirin-treated or untreated cells 
were incubated in the absence or presence of SC58125 and stimulated by 
thrombin, the ionophore A23187, or exogenous arachidonic acid. The 
production of endogenous (6-keto-PGF-lalpha, PGE-2, PGF-2alpha) versus 
transcellular (TXB2) metabolites was independent of the inducer, the 
source of arachidonic acid and the Cox isozyme. However, in 
acetylsalicylic acid-treated cells, after 6-h stimulation with IL-la, 
newly synthesized Cox - 2 produced less TXB-2 than 6-ketoPGF-lalpha 
compared to untreated cells. At later times { gt 18 h) , there was no 
metabolic difference between the cells. These studies suggest that in 
HUVEC, Cox compartmentalization occurring after short-term activation may 
selectively affect transcellular metabolism, but not constitutive 
production, of PGs. 
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Activity of nimesulide on constitutive and inducible cyclooxygenases . 
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SUMMARY LANGUAGE: English; German 

ABSTRACT: Prostaglandins are pro- inflammatory but are gastroprotective . The 
gastric mucosa synthesizes prostaglandins mainly via constitutive 
cyclooxygenase (COX-1), whereas leucocytes have inducible enzyme (C)X-2) . 
Nimesulide (CAS 51803-78-2) differentially inhibited prostanoid synthesis 
in these human tissues as well as with in vitro enzyme assays, and was 
less potent than indomethacin (CAS 53-86-1) on COX-1. Fresh human gastric 
mucosa was cut finely, washed and pre-incubated (100 mg in 1 ml phosphate 
buffered saline pH 7.4) with or without nimesulide or indometacin 

(0.1-100 mu-g/ml; 0 degree C; 30 min.). The fluid was replaced with fresh 
identical solution, incubated (37 degree C; 30 min) and the solution 
assayed. Isolated leucocytes from human peripheral blood were incubated 

(1-1.5 times 10-6, 2 ml Krebs ' solution) with or without nimesulide or 
indometacin (0.1-100 mu-g/ml; 37 degree C; Ih) , stimulated with 
lipopolysaccharide (5 mu-g/ml) , further incubated for 24 h at 37 degree C 
and the medium assayed for the prostanoids PGE, TXB-2, 6-keto-PGF-la and 
the leukotriene LTB-4 by radioimmunoassay (RIA) . In vitro assays with 
COX-1 from ram seminal vesicles, or COX - 2 from sheep placenta, were 
performed by pre- incubating the enzymes with vehicle alone (controls) or 
with drug for 5 min at 37 degree C. Arachidonate (10 mu-mol/1) was 
added and further incubated for 2 min at 37 degree C. Reactions were 
terminated and PGE determined by RIA. Both drugs caused 

concentration-related inhibitions of prostanoid accumulation in incubates 
of both tissues. Nimesulide reduced PGE accumulation more potently in 
incubates of stimulated leucocytes than of gastric mucosa. With gastric 
tissue, nimesulide was less potent than indometacin by approximately 6-22 
fold (IC-50 for PGE, TXB-2, 6-keto-PGF-lalpha, respectively; 14.8 vs 2.5; 
12.8 vs. 1.0; 31.1 vs 1.4 mu-mol/1; p It 0.05 to 0.02). With the 
leucocytes, the concentrations of both drugs, particularly indomethacin 



were not low enough to calculate the IC-50. With the in vitro assay 
nlmesuUde (0.01 to 100 mu-mol/1) did not inhibit PGE formation by COX-1 
^caused a concentration-related inhibition of PGE formation by COX - 
2 (4-60%). These results are consistent with the effective 
analgesic/anti- inflammatory activity of nimesulide coupled with better 
gastric tolerance compared to indometacm. 

REGISTRY NUMBERS: 51803-78-2: NIMESULIDE; 39391-18-9D: CYCLOOXYGENASES ; 
REGI sl397^2 : THROMBOXANE B-2; 58962-34-8: 6 - KETO PROSTAGLANDIN , 
Fl -ALPHA 
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ABSTRACT- The effect of IgGs from 4 patients with antiphospholipid 

antibodies and elevated excretion of urinary 11-dehydro- thromboxane B-2 
was evaluated on the production of prostacyclin by human endothelial 
cells in culture. After 6 h incubation, there was no change in 6 - keto 
- prostaglandin F-lalpha in the supernatant. However patients' IgGs 
induced a marked increase in eye 1 ©oxygenase (Cox) activity compared to 
IgGs from 2 normal individuals or a commercial pool of I-Gs from normal 
donors, tested by adding exogenous arachidonic acid. Western blot 
analysis of the cellular Cox content using antibodies specific for the 
different forms of the enzymes revealed that patients' IgGs stimulated 
the synthesis of the newly described inducible Cox - 2 without 
affecting the constitutive Cox-1. This effect was partially neutralized 
by preincubating the IgGs with phospholipids. The induction was dependent 
on the amount of IgGs; it was visible at 2 h and persisted up to 24 h 
Analysis of mRNA levels showed a pattern of variation in good agreement 
with the results obtained for protein. The protein kinase inhibitor H-7 
or long-term incubation of cells with PMA strongly reduced the induction. 
These results suggest that antiphospholipid antibodies may not prevent 
the potential of the vascular cells from generating higher amounts of 
prostacyclin in response to acute episodes of thrombosis. 
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Co-induction of nitric oxide synthase and cyclo- oxygenase: Interactions 
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ABSTRACT: 1. Lipopolysaccharide (LPS) co-induces nitric oxide synthase 
(iNOS) and eye lo- oxygenase ( COX - 2 ) in J774.2 macrophages. Here we 
have used LPS-activated J774.2 macrophages to investigate the effects of 
exogenous or endogenous nitric oxide (NO) on COX - 2 in both intact and 
broken cell preparations. NOS activity was assessed by measuring the 



accumulation of nitrite using the Griess reaction. COX - 2 activity was 
assessed by measuring the formation of 6 - keto - prostaglandin 
F-lalpha (6-keto-PGF-lalpha) by radioimmunoassay. Western blot analysis 
was used to determine the expression of COX - 2 protein. We have also 
investigated whether endogenous NO regulates the activity and/or 
expression of COX in vivo by measuring NOS and COX activity m the lung 
and kidney, as well as release of prostanoids from the perfused lung of 
normal and LPS- treated rats. 2. Incubation of cultured murine macrophages 
(J774 2 cells) with LPS (1 mu-g ml-1) for 24 h caused a time -dependent 
accumulation of nitrite and 6-keto-PGF-lalpha in the cell culture medium 
which was first significant after 6 h. The formation of both 
6-keto-PGF-lalpha and nitrite elicited by LPS was inhibited by 
cycloheximide (1 mu-M) or dexamethasone (1 mu-M) . Western blot analysis 
showed that J774.2 macrophages contained COX - 2 protein after LPS 
administration, whereas untreated cells contained no COX -2.3. The 
accumulation of 6-keto-PGF-lalpha in the medium of LPS-activated J774.2 
macrophages was concentration-dependently inhibited by chronic (24 h) 
exposure to sodium nitroprusside (SNP; 1-1000 mu-M) . Sodium nitroprusside 
(1-1000 mu-M) also acutely (30 min) inhibited COX - 2 activity in 
broken cell preparations of LPS-activated <12h) J774.2 macrophages, m a 
similar concentration-dependent manner. Addition of adrenaline (5 mm) and 
glutathione (0.1 mM) increased the activity of COX - 2 in broken cell 
preparations. In the presence of these co- factors, SNP inhibited 
prostanoid production only at the highest concentration used (1 mM) . When 
J774 2 cells were incubated in the presence of LPS (1 mu-g ml-1) and 
N-monomethyl-L-arginine (L-NMMA: 1 mM) for 12 h, SNP at the highest 
concentration used (1 mM) acutely (30 min) inhibited the activity of COX 
- 2 in cell homogenates with co-factors. However, when J774.2 
macrophages were incubated for 24 or 12 h with LPS (1 mu-g ml-1) and 
L-NMMA (1 mM) , the addition of SNP (0.001-1000 mu-M) increased in a 
concentration-dependent manner the accumulation of 6-keto-PGF-lalpha m 
intact cells (measured at 24 h) and COX - 2 activity in cell 
homogenates in the presence of co-factors (determined at 12 h) . SNP (1 
mM; together with LPS for 12 h) decreased the amount of COX - 2 protein 
induced by LPS in J774.2 macrophages. 4. Indomethacin (30 mu-M) abolished 
the formation of 6-keto-PGF-lalpha by LPS-activated macrophages, but had 
no effect on the release of nitrite. Conversely, L-NMMA, at the highest 
concentrations used (1 and 10 mM) , increased the release of 
6-keto-PGF-lalpha, an effect which was reversed by excess L-argmine (3 
mM) but not by D-arginine. Similarly, the decrease in nitrite formation 
caused by L-NMMA was partially reversed by L-arginine (3 mM) , but not by 
D-arginine. L-NMMA (10 mM; together with LPS for 12 h) increased the 
amount of COX - 2 protein induced by LPS in J774.2 macrophages. 5. In 
separate experiments, J774.2 macrophages were activated with LPS (1 mu-g 
ml-1), and L-NMMA (10 mM) was added for various times (0.5-24h) before 
the collection of medium at 24 h. L-NMMA enhanced the release of 
6-keto-PGF-lalpha in a time -dependent manner, with the maximal 
enhancement seen when the NOS inhibitor was incubated with the cells for 
24 h. 6. In experiments on male Wis tar rats, we investigated the effect 
of L-NMMA on the release of prostanoids (6-keto-PGF-lalpha, prostaglandin 
E-2, thromboxane B-2) elicited by arachidonic acid (AA, 30 nmol) from 
ex vivo perfused kidneys and lungs. The release from the organs from 
normal and LPS-treated rats was unaffected by L-NMMA intraperitoneal^ 
(30 mg kg-1) for 6 h together with LPS (5 mg kg-1) or LPS vehicle. 
Similarly, acute (15 min) in vitro exposure to L-NMMA (1 mM) of the 
perfused organs from control and LPS-treated animals did not change the 
release of prostanoids elicited by AA (30 nmol). 7. These results show 
that LPS causes the induction of iNOS and COX - 2 in J774.2 
macrophages. The co-release of NO and PGI-2 induced by LPS is dependent 
on protein synthesis and occurs after a lag-time of 6-12 h. The formation 
of COX metabolites has no effect on NOS activity whereas NO inhibits both 

COX - 2 activity and induction. These results demonstrate that NOS and 
COX can be co- induced in vitro and that under these conditions large 
amounts of NO inhibit the degree of COX expression and activity. In the 
absence of endogenous NO, lesser amounts of exogenous NO increase the 
activity of COX - 2 . In those situations in vivo when the level of NO 
induction is relatively low, NO does not regulate the increased activity 
of COX. 
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58962-34-8, 6 -KetoPGFl . alpha . (Biological study) 

S bsU (Biological study, J»giI3^ > on B *? ooa B p r esLre, renal function, 

(effects of celecoxib an *^f n ^/y 0ung and elderly subjects: 

and vasoactive prostanoids * n *^hy J 

effect on urinary eicosanoid excretion; 

58962-34-8 CAPLUS 15 - t rihydroxy-6-oxo- , 

Prost-13-en-l-oic acid 9.11.15 t y 
(9. alpha., 11- alpha., 13E.15S) ^<-±> 



Absolute stereochemistry. 
Double bond geometry as shown. 



(CH 2 >4. 




C02H 



(CH 2 U 



c ^ 1 



'1 



Me 



L1 ANSWER 1 OF 4431 CAPLUS COPYRIGHT 2002 ACS 

AN 2002:721328 CAPLUS 



2002 : IZlltv 

137:272957 dic iofenac on blood pressure, renal function, and 

* cunicai ™° iogy ' stuttgart ' 

SSS Of Clinical (-02). 42 (9,. -5-994 

CODEN: JCPCBR; ISSN: 0091-2700 
PB Sage Publications 

DT Journal ____ 
LA English REFERENCES AVAILABLE FOR THIS RECORD 

RE . CNT 51 all CITATIONS AVAILABLE IN THE RE FORMAT 



DN 
TI 

AU 

CS 

SO 



L1 ANSWER 1 OF 4431 CAP LUS C ^/the most widely used drugs esp. 

AB Cyclooxygenase (COX) inh ?" bltor ^^prf X? the new COX-2 inhibitors offer 
2 the elderly. It *f ^f^* S^eSTtS. hypothesis, the authors 
advantages in terms of drug sa£ ^ty i effects of celecoxib (200 

compared in a ^ ble " b H^' "SaT on b"od pressure and renal function in 
mg bid) and diclofenac (75 mg bid) on mooa p e iderly (mean age 

tlo groups (each n = 12) of J°™\£l™Jf rom £ B 5±ne in the 24-h blood 
= 68 yr) normotensive B^cts. Changes fro in . aldosteron e system, 

pressure profiles, parameters of the renin ang noid excretio n were 

inulin clearance, ™£« of 2 T. Comparison between 

monitored during the treatm ^ P "iod of 2 w dif f * rence in min or 
celecoxib and diclofenac showed no "^nifican ^ ^ fcQ 

alterations of blood P^""?-.^^^^) by celecoxib in the 
elevation of mean arterial blood P*"™"*™ = 9 '_ 2>5 t o 8.2) in comparison 
elderly of 2.8 (95% conf idence interval [CH ^ ^ there was al a 
with the young subjects of -1.3 (95 ure by diclofenac in the 

trend to Ration of mean arterial bio J? ^ the youn g su b : ects 

elderly of 4.1 (95% CI=-1.2 to ? ations , the authors found no 

of 0.4 (95% ci-2.4 to 3.2) . In botn p p re nin-angiotensin- 
significant drug ^ tects ^ ° n J^l^T urinary marker proteins. As 
aldosterone system, mulm clearance^ ana all prostanoids, whereas 
expected, diclofenac reduced excretion of a±P bolites . Nei ther m 
celecoxib did not affect prodn of TxB2 and its ure and renal 

young nor in elderly normotensive subjects were ^ with gtd . doses 

Junction -g nif d - n c i of ^ a r te ?herefore? normal aging appears not to 
represent specia^rfskTactor in therapy with these two agents. 
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Cyclooxygenases (COX) 1 ana z * appears to 

arachidonic acid to P rost ^J^a?ion Sd carcinogenesis. Nonsteroidal 

^^^^ ^HSrto-sss.. — « : or 

SLSSSrScf l£ SiUr. - se* ..nee, ^ ^ 9 „ 



w . difference was detected in metab. of the COX 
was evaluated, but ^difference acid< and 2 

5.»%rS1SS -^essentiaUy the e,me £ or the 

Sective or nonselective COX 1|nport , nt pol ymorphiS»s in the 

tvo enzymes. The n*™" has bee n selective 

COX-2 gene may suggest that 'here lymorphis „ s because of the 

SrToie^rtnUen^ In maintenance of homeostasis. 
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ABSTRACT: , selectiv ity of inhibition of cyclooxygenase 

Recent studies of the m ^ cha ^ is ^^l determinants of inhibition by the 
enzymes are reviewed. The structur ^, d ^-2- selective diarylheterocycles are 
nonselective inhibitor, aspirin and X select time . dependence of binding 

considered. Kinetic i n f st ^^ by diarylheterocycles is more complex than 
and inhibition of COX-1 and COX-2 .^^f, 1 ^ 7 ." hibition is not determined by 
originally postulated. The selectivity of inhibition ^ ^ ^ 

dIflerences P in the rates o?«~ c ^f Q f Association. New strategies for the 

^S^^cS^^S^SJox. are highlighted. 
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SOURCE: ^nafcode: 0370623. ISSN: 0006-2960. 
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ABSTRACT: ■ ( -„„ c , fam-ilv of enzymes that catalyze the 

Lipoxygenases (LOXs) are a ubiquitous f amily ot ^^ Qle in a diverse range of 

dioxygenation of POly^^^^^/S^dSelo^mSt of a large number of 
biological processes has prompted th J developme nt ? vg value . The 

lipoxygenase inhibitors of P° s " b o ^SS^. y Se) phenylpropanoic acid (OPP) 
isoform-selective inhibitor 4- (2 oxapenca aec * * x mec hanism in 

was previously -^^^oi?^e«Ic%o^f^he enzyme. The current 
which it binds to both the ferrous ana re jr Nonlinear 
study provides a detailed kinetic model of this inni dioxygena tion 
regression analysis of OPP's ^i^^'J^ rf" 2 -lOT with apparent K(I) 
indicated mixed inhibition toward the ferric fQr fche free enzyme and 

values in the low micromolar range, z.u / • enzyme. Rapid kinetic 

4.5 + /- 0.7 microM for the ^strrte-bound f orm of the en ^ ^ ^ 

techniques allowed OPP's inhlb i tlon °^^! t ^ ^ration of ferrous 12-LOX with 
ferroufto the ferric ^-^^^.Terrous form with an apparent K(I) value of 
OPP indicated that it bound to ^ terrous affinity for the ferrous form 

70 + /- 20 nM, suggesting a -9-f-antly higher aff^ J ^ ^ inhibitors 
than for the ferric form of the enzyme _i _ N * hydroxy - N . - (3- 
nordihydroguaiaretic acid N- ( ^^ h ^°P^«vnoic acid revealed that 
chlorophenyDurea, BWA 137C, ^nd eicosatet J m These resul t s 

2S=Sra ™^f^^^^* ^SivS may be 
^ec^ 
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♦Aracnidonate 12 -Lipoxygenase , AI, antagonists * inhibitors 
♦Schidonate 12 -Lipoxygenase , CH, chemistry 

Binding Sites 

Binding, Competitive 
♦Enzyme Inhibitors: CH, chemistry 

isoenzymes: AI, antagonists & inhibitors 

Isoenzymes: CH, chemistry 

Kinetics 

♦Leukocytes: EN, enzymology • 4 .„,- 0 
Linoleic Acids: AI, antagonists & inhibitors 
Linoleic Acids: CH, chemistry ,„ h , hi1 - ors 
Lipid Peroxides: AI, antagonists & inhibitors 
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Lipid Peroxides: CH, chemistry 
Oxidation-Reduction 

Oxygen: AI, antagonists & inhibitors 
Oxygen: CH, chemistry 
*Phenylpropionates: CH, chemistry 

Swine , 
1191-85-1 (5,8,11,14-Eicosatetraynoic Acid) 
(13-hydroperoxy-9, ll-octadecadienoic acid) ; 

0 O3 (4-t2-oxapentadeca-4-yne)phenylpropanoic acid); 0 (Enzyme 
inhibitors); 0 (Isoenzymes); 0 (Linoleic Acids); 0 (Lipid 
Peroxides); 0 (Phenylpropionates) ; EC 1.13.11.31 
(Arachidonate 12 -Lipoxygenase) 
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